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Abstract: Gilbert's syndrome, mild unconjugated hyper-bilirubinemia without evidence of overt
hemolysis and/or hepatocellular necrosis or cholestasis, is a hereditary jaundice. This disease is
associated with a characteristic abnormality of bilirubin metabolism in the liver due to decreased
bilirubm UDP-glucuronosyltransferase activity.
Heterozygous mis-sense mutations and a homozygous 2-base insertion・mutation in the
promoter region (TATA element) have been independently reported as the causes of the reduction
of enzyme activity. Here we simultaneously analyzed both the coding and promoter regions of the
bilirubin UDP-glucuronosyltransferase gene (UGTl * 1) in 14 unrelated patients with Gilbert's
syndrome to ascertain which type of mutation is the major cause of the syndrome.
DNA samples were prepared from white blood cells collected from the 14 patients. The
sequences of DNA fragments amplified by PCR were determined directly by the dideoxy method.
According to the location of the mutation on the gene,山e patients were classified into one of
three groups: 1) patients with the two-base insertion mutation in the TATA element (8 cases, in
which 2 cases were not homozygotes but heterozygotes) ; 2) patients with a mis-sense mutation
of the coding region (3 cases, in which one case was homozygote); 3) patients with both the
heterozygous insertion-mutation in the TATA element and heterozygous mis-sense mutation (3
cases). Our analyses indicate that both types of mutations play an important role in the etiology




of Gilbert's syndrome. Finally, all patients with mis-sense mutations detected in Gilbert's syn-
drome have until now been diagnosed as heterozygotes, and it has been believed that those with
homozygous mis-sense mutations suffer from Crigler-Najjar syndrome type II. We found the first
case of Gilbert's syndrome with a homozygous mis-sense mutation.























































































らのプライマーはBeckman oligo lOOOM (Beck-


















PCR産物の精製: PCR産物は, phenol: chloro-
























PCR primer Name Oligonucleotide sequence






(F) 5′-GCC ATA TAT ATA TAT ATA-3′
(R　5′-GCT TGC TCA GCA TAT ATC TGG G-3′
(F) 5′-CTC TAT CTC AAA CAC GCA TGC C-3′
(R) 5′-TTT TAT CAT GAA TGC CAT GAC C-3′
(F) 5′-GAG GAT TGT TCA TAC CAC AGG-3′
(R) 5′-GCA CTC TGG GGC TGA TTA AT-3′










































































































































N o r m a l ATATATATATATATAA
1　2　3　4　5　6








































No. of Mean of serum bilirubin
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